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DETAILED ACTION 

The claims filed December 13, 201 1 fail to conform to the requirements of 37 CFR 
1.121. Claim 54 carries the label "New", but in fact said claim should be labeled as "Previously 
Presented". Appropriate correction is required in response to this Office action. 

Claim 28 has been amended. Claims 17, 21-28, 32, 33 and 54 are pending and under 
consideration. 

It is re-stated that the instant claims have an effective filing date of January 22, 2003 for 
the reasons set forth in the prior Office action. 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

The rejection of claims 17, 21-28, 32, 33 and 54 under 35 U.S.C. 1 12, second paragraph, 
as being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention is maintained for reasons of record.. 

Claim 17 is vague and indefinite in the recitation of "polypeptides unrelated to SEQ ID 
NO: 4". It is unclear what meets and bounds determine a polypeptide related to SEQ ID NO: 4, 
therefore it is unclear what meets and bounds determine a polypeptide unrelated to SEQ ID NO: 
4. It is unclear if "related" or "unrelated" is being assessed at the sequence level, or structural 
level or at the level of a particular biological function, and it is unclear what degree of variance 
in any of primary sequence, overall structure or specific biological function is necessary for a 
polypeptide to be considered related to SEQ ID NO:4 therefore it is unclear what degree of 
variance in any of primary sequence, overall structure or specific biological function is necessary 
for a polypeptide to be considered unrelated to SEQ ID NO:4. 

Applicant argues that the word unrelated is used in conjunction with detectable and 
"specifically binds" and that the application defines the term "binding" when the binding 
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constant for complex formation exceeds about 10 3 L/mol. Applicant concludes that a polypeptide 
unrelated to SEQ ID NO: 4 is a peptide having a binding constant of less than 10 3 L/mol. This 
has been considered but not found persuasive. The fact that the antibody is considered to 
specifically bind or not at a binding constant of 10 3 L/mol does not contribute to establishing the 
metes and bounds of what constitutes a peptide unrelated to SEQ ID NO: 4. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or 
on sale in this country, more than one year prior to the date of application for patent in the United States. 

The rejection of claims 17, 21-23, 32, 33 and 54 under 35 U.S.C. 102(b) as being 
anticipated by Schneider et al (WO 01/2481 1, reference of the IDS filed 6/1 1/2007) is 
maintained for reasons of record. 

Claim 17 is drawn to a method for treating chronic lymphocytic leukemia in a 
mammalian subject comprising administering to said subject an effective amount of an isolated 
monoclonal antibody that specifically binds to a polypeptide comprising SEQ ID NO:4, wherein 
said antibody does not detectably bind to a polypeptide unrelated to SEQ ID NO:4. 

Claim 21 embodies the method of claim 17 wherein said antibody is a humanized 
antibody. Claim 22 embodies the method of claim 17 wherein said antibody is a chimeric 
antibody. Claim 23 embodies the method of claim 17, wherein said antibody is a Fab fragment. 
Claim 32 embodies the method of claim 17 wherein the mammalian subject is a human. Claim 
33 embodies the method of claim 17 wherein the administration is intravenous. 

Schneider et al disclose a method for treating a mammalian subject with a cancerous 
disorder, wherein said cancers express APRIL receptor or APRIL comprising the administration 
of anti- APRIL Receptor antibodies (page 4, lines 17-21 and page 16, lines 24-32). Schneider et 
al disclose examples of such cancers as including CLL (page 16, lines 33-34 and page 18, line 
12). Schneider et al disclose the April receptor as SEQ ID NO: 8 (page 11, lines 3-5) which is 
identical to the instant SEQ ID NO: 4. Schneider et al disclose that the treatment of mammals 
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includes the treatment of humans (page 1 1, lines 6-8). Schneider et al disclose antibodies 
including Fab', F(ab')2, chimeric, or humanized which meets the limitations of claims 21-23. 
Schneider et al disclose that the anti-APRIL-Receptors antibody does not cross-react with a 
protein that has less than 80% homology with SEQ ID NO: 8. Schneider et al disclose 
intravenous administration (page 4, lines 25-26). Schneider et al does not specify that the anti- 
April receptor antibody is a bi-specific antibody, therefore the limitations of claim 54 are met. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

The rejection of claims 17, 21-23, 26, 27, 33 and 54 under 35 U.S.C. 103(a) as being 
unpatentable over Schneider et al (WO 01/2481 1) in view of Hanna et al (U.S. 2002/0028178) is 
maintained for reasons of record. 

Claim 26 embodies the method of claim 17 wherein said antibody further comprises a 
therapeutic moiety. Claim 27 embodies the method of claim 26 wherein the therapeutic moiety 
is a radionuclide. 
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Schneider et al teach as stated above. Schneider et al do not specifically teach the 
conjugation of a therapeutic moiety or a therapeutic moiety which is a radionuclide to the anti- 
APRIL-Receptor antibody 

Hanna et al teach antibodies for treating B cell malignancies, including chronic 
lymphocytic leukemia, wherein said antibodies are conjugated to therapeutic radionuclides 
(paragraphs, [0025] and [0033]). 

It would have been prima facie obvious at the time that the claimed invention was made 
to attach a therapeutic radionuclide to the anti-APRIL-Receptor antibody of Schneider et al for 
the treatment of CLL. One of skill in the art would have been motivated to do so by the 
teachings of Hanna et al regarding the attachment of therapeutic radionuclides to an antibody 
administered for the treatment of B cell malignancies including CLL. 

The rejection of claims 17, 21-23, 26-28,33 and 54 under 35 U.S.C. 103(a) as being 
unpatentable over Schneider et al and of Hanna et al as applied to claims 17, 21-23, 26, 27,33 
and 54 above, and further in view of Hansen et al (U.S. 6,962,702) is maintained for reasons of 
record. 

Claim 28 embodies the method of claim 27 wherein the radionuclide is selected from the 
group consisting of 90 Y, 123 I, 125 I, 13 1 I, 186 Re, 21 'At and 212 Bi. 

The combination of Schneider et al and Hanna et al render obvious the instant claims to 
the extent that anti-April-R antibodies are conjugated to a therapeutic radionuclide. The 
combination does not specifically teach the radionuclides of 90 Y, 123 I, 125 I, 131 I, 186 Re, 211 At or 
212 Bi. 

Hansen et al teach the targeting of therapeutic radionuclides by means of conjugation to 
antibodies, and that particularly useful therapeutic radionuclides include 90 Y, 125 I, 131 I, 186 Re, 
211 At and 212 Bi (column 17, lines 12-16). 

It would have been prima facie obvious at the time that the claimed invention was made 
to use the therapeutic radionuclides of include 90 Y, 125 I, 131 1, 186 Re, 211 At and 212 Bi in the method 
of treatment rendered obvious by the combination of Schneider et al and Hanna et al. One of 
skill in the art would have been motivated to do so by the teachings of Hansen et al regarding the 
preferred radionuclides for therapeutic delivery via antibody conjugates. 
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The rejection of claims 17, 21-25, 33 and 54 under 35 U.S.C. 103(a) as being 
unpatentable over Schneider et al (WO 01/24811) in view of Shadidi et al (BBRC, 2001, Vol. 
280, pp. 548-552) is maintained for reasons of record. 

Claim 24 embodies the method of claim 17 wherein said antibody is an Fv fragment. 
Claim 25 embodies the method of claim 17 wherein said antibody is a scFv. 

Schneider et al teach the invention, wherein the antibody was an antibody fragment such 
as a Fab' or F(ab')2 fragment. Schneider et al do not specifically teach Fv antibody fragments or 
scFv antibodies in the context of the invention. 

Shadidi et al teach the selection of anti-leukemic scFv antibody selected from a human 
phage antibody library (abstract). Shadidi et al teach that human antibodies selected from phage 
libraries may well have a high therapeutic value relative to mouse or humanized antibodies and 
that human scFv antibodies can be used as delivery vectors for drugs and toxins to tumor cells 
(pages 550-551, bridging paragraph). 

It would have been prima facie obvious at the time that the claimed invention was made 
to prepare scFv antibodies from human single chain phage antibody libraries. One of skill in the 
art would have been motivated to do so by the teachings of Shadidi et al regarding the potential 
high therapeutic value of the scFv antibodies as relative to mouse or humanized antibodies. 

Applicant argues against the disclosure of Schneider et al stating that Schneider et al only 
disclose a method of treating a mammalian subject with a cancerous disorder rather than the 
treatment of CLL. Applicant points out that Schneider et al disclose a method of treating 
subjects at risk of developing cancer on page 4, lines 17-21 in contrast to the instant claims 
drawn to the treatment of CLL. Applicant argues that the citation of CLL as expressing APRIL 
on page 18, line 12 is not enabling for the method of treating CLL because Schneider et al do not 
disclose the level of APRIL expression. Applicant further points out that Schneider et al provide 
no guidelines for making an antagonistic antibody over an agonistic antibody. This has been 
considered but not found persuasive. Schneider et al disclose antagonists of the APRIL pathway, 
wherein said antagonists include anti- APRIL receptor or anti-BCMA antibodies for the treatment 
of cancers which express the APRIL and/or APRIL receptor (page 4, lines 1-7, page 4, line 32 to 
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page 5, line 2, page 16, lines 22-32). Schneider et al disclose that CLL expresses APRIL (page 
18, line 12) and the use of anti- APRIL receptor antagonists for the treatment of B cell lympho- 
proliferative disorders (page 22, lines 8-11) and leukemias (page 35, line 7-8) which overcomes 
applicants argument about the level of APRIL protein expression in chronic lymphocytic 
leukemia. Schneider et al disclose methods of making antagonistic antibodies (page 28, lines 19- 
20). 

All claims are rejected. 

All other rejections and objections as set forth in the prior Office action are withdrawn. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1.136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to KAREN CANELLA whose telephone number is (571)272-0828. 
The examiner can normally be reached on 9:30-6:00 M-F. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Misook Yu can be reached on (57 1)272-0839. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/KAREN CANELLA/ 

Primary Examiner, Art Unit 1643 



